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=> d his 

(FILE ' HOME 1 ENTERED AT 16:20:37 ON 14 APR 2004) 

FILE 'MEDLINE, CAPLUS , SCISEARCH, BIOSIS, US PATFULL , PCTFULL ' ENTERED AT 
16:21:21 ON 14 APR 2004 



LI 364 S GASTRIN (S) DIABETES 

L2 584 S EGF(S) DIABETES 

L3 268 S (ADMINISTER? OR TREAT OR TREATMENT) (S) (LI OR L2 ) 

L4 32 S LI (S)L2 

L5 257 DUP REM L3 (11 DUPLICATES REMOVED) 

L6 22 DUP REM L4 (10 DUPLICATES REMOVED) 

L7 13 S GASTRIN (S) (LEU OR LEUCINE) (S) ((POSITION? OR RESIDUE OR ACID) ( 

L8 12 DUP REM L7 (1 DUPLICATE REMOVED) 

L9 67 S EGF(S) ( (DELET? (3W) (C(W) (TERMINUS OR TERMINAL))) OR (NEUTRAL (S 

L10 53 DUP REM L9 (14 DUPLICATES REMOVED) 

Lll 2 S L10 AND L2 

L12 6 S LI AND L7 

L13 27 S (ADMINISTER? OR TREAT OR TREATMENT) (S) (L8 OR L10) 

L14 27 S (ADMINISTER? OR TREAT OR TREATMENT) (S) (L7 OR L9) 

L15 2 7 DUP REM L14 (0 DUPLICATES REMOVED) 

L16 16 S L5 AND L6 

L17 83 S EGF(S) (DELETE OR DELETION) (S) (TWO OR 2) (S) (C(W) (TERMINUS OR T 

L18 33 S EGF(S) (DELETE OR DELETION) (3W) (TWO OR 2) (S) (C(W) (TERMINUS OR 

L19 33 DUP REM L18 (0 DUPLICATES REMOVED) 

L2 0 19 S (ADMINISTER? OR TREAT OR TREATMENT) (S)L19 
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= > d his 

(FILE 'HOME' ENTERED AT 16:20:37 ON 14 APR 2004) 

FILE ' MEDLINE, CAPLUS , SCISEARCH, BIOSIS, US PAT FULL, PCTFULL ' ENTERED AT 

16:21:21 ON 14 APR 2004 
LI 364 S GASTRIN (S) DIABETES 

L2 584 S EGF(S) DIABETES 

L3 268 S (ADMINISTER? OR TREAT OR TREATMENT) (S) (LI OR L2 ) 

L4 32 S LI (S) L2 

L5 257 DUP REM L3 (11 DUPLICATES REMOVED) 

L6 22 DUP REM L4 (10 DUPLICATES REMOVED) 

=> s gastrin(s) (leu or leucine) (s) ((position? or residue or acid) (w)15) 
L7 13 GASTRIN (S) (LEU OR LEUCINE) (S) ((POSITION? OR RESIDUE OR ACID) (W) 

15) 

=> dup rem 17 

PROCESSING COMPLETED FOR L7 

L8 12 DUP REM L7 (1 DUPLICATE REMOVED) 

= > s egf (s) ( (delet? (3w) (c (w) (terminus or terminal)) or (neutral (s) amino (s) acid (s) 51) ) 
UNMATCHED LEFT PARENTHESIS 'S) ((DELET?' 

The number of right parentheses in a query must be equal to the 
number of left parentheses. 

. => s egf (s) ( (delet? (3w) (c (w) (terminus or terminal))) or (neutral (s) amino (s) acid (s) 51) ) 
L9 67 EGF (S) ( (DELET? (3W) (C(W) (TERMINUS OR TERMINAL))) OR (NEUTRAL (S) 

AMINO(S) ACID(S) 51)) 

=> dup rem 19 

PROCESSING COMPLETED FOR L9 

L10 53 DUP REM L9 (14 DUPLICATES REMOVED) 

=> d his 
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16:21:21 ON 14 APR 2004 



LI 


364 


S GASTRIN (S) DIABETES 


L2 


584 


S EGF (S) DIABETES 


L3 


268 


S (ADMINISTER? OR TREAT OR TREATMENT) (S) (LI OR L2 ) 


L4 


32 


S L1(S)L2 


L5 


257 


DUP REM L3 (11 DUPLICATES REMOVED) 


L6 


22 


DUP REM L4 (10 DUPLICATES REMOVED) 


L7 


13 
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L8 
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DUP REM L7 (1 DUPLICATE REMOVED) 


L9 


67 


S EGF(S) ( (DELET? (3W) (C(W) (TERMINUS OR TERMINAL))) OR (NEUTRAL (S 


L10 


53 


DUP REM L9 (14 DUPLICATES REMOVED) 


= > s 


110 and 12 





Lll 2 L10 AND L2 

=> d ibib abs 1-2 
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TITLE: Prolonged efficacy of islet neogenesis therapy methods 

with a gastrin/CCK receptor ligand and an EGF 
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NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Compositions and methods are provided for achieving in vivo islet cell 

regeneration in subjects with preexisting diabetes. The 
methods comprise short term treatment with a composition having a 
gastrin/cholecystokinin receptor ligand and an EGF receptor 
- ligand. Treatment with such a composition for a short term resulted in a 
prolonged period of increased insulin release, decreased fasting blood 
glucose, and improved glucose tolerance, the prolonged efficacy, the 
period being considered from the time of cessation of treatment. 

CAS" INDEXING IS AVAILABLE FOR THIS PATENT. 
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APPLICATION INFO. : WO 2002-US685 A 20020111 

PRIORITY INFO.: US 2001-60/261,638 20010112 

ABEN Compositions and methods are provided for achieving in vivo islet cell 
regeneration in subjects with preexisting diabetes. The 
methods comprise short term treatment with a composition having a 
gastrin/cholecyokinin receptor ligand and an EGP receptor 
ligand. Treatment with such a composition for a short term resulted in a 
prolonged period of increased insulin release, decreased fasting blood 
glucose, and improved glucose tolerance, the prolonged efficacy, the 
period being considered from the time of cessation of treatment. 

ABFR L' invention concerne des compositions et des methodes permettant.de 
realiser une regeneration cellulaire d'ilot <i>in vivo</i> chez des 
sujets a diabetes preexistants . Les methodes consistent en un 
traitement court terme avec une composition contenant un ligand de 
recepteur de gastrine/CCK (cholecystokinine) et un ligand de recepteur 
d'EGF (facteur de croissance epidermique) . Un traitement court 
terme avec une telle composition resulte en une periode prolongee de 
liberation amelioree d'insuline, de diminution de la glycemie a jeun, et 
de tolerance au glucose amelioree, la duree de l'efficacite prolongee 
etant comptee a partir de la cessation du traitement. 
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16:21:21 ON 14 APR 2004 

LI 364 S GASTRIN (S) DIABETES 

L2 584 S EGF(S) DIABETES 
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L6 22 DUP REM L4 (10 DUPLICATES REMOVED) 
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FILE SEGMENT: 
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NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Proliferating pancreatic islet cells obtained by the method of isolating 

a population of cells that preferably includes predominantly islet 
precursor cells that express one or more marker associated with an islet 
precursor cell and providing the precursor cells with one or more a 
pancreatic differentiation agent so that a population of cells is 
obtained that has a high proportion of cells with phenotypic 
characteristics of functional pancreatic islet (3-cells. Optionally, 
the precursor cells are pretreated by providing them with one or more 
cell expansion agent to increase the number of cells in the population 
prior to differentiation. The pancreatic differentiation agent 
composition comprises a gastrin/CCK receptor ligand, e.g., a gastrin, in 
an amount sufficient to effect differentiation of pancreatic islet 
precursor cells to mature insulin-secreting cells. The cell expansion 
agent composition comprises one or more epidermal growth factor (EGF) 
receptor ligand in an amount sufficient to stimulate proliferation of 
the precursor cells. The methods of treatment include transplanting 
either undifferentiated precursor cells and providing the pancreatic 
differentiation agent either alone or in combination with the cell 
expansion agent in situ, or transplanting the functional pancreatic 
islet p-cells into the patient. The pancreatic islet p-cells 
can be used for drug screening, and replenishing pancreatic function in 
the context of clinical treatment. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Compositions and methods for islet neogenesis therapy comprising an EGF 

and a gastrin in combination with immune suppression, and for 
treating or preventing early stage diabetes with a 
gastrin/CCK receptor ligand and an immunosuppressant are 
provided. 
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CAS INDEXING 
AB 



IS AVAILABLE FOR THIS PATENT. 



Compositions and methods are provided for achieving in vivo islet cell 
regeneration in subjects with preexisting diabetes • The 
methods comprise short term treatment with a composition having a 
gastrin/cholecystokinin receptor ligand and an EGF receptor 
ligand. Treatment with such a composition for a short term resulted in 
prolonged period of increased insulin release, decreased fasting blood 
glucose, and improved glucose tolerance, the prolonged efficacy, the 
period being considered from the time of cessation of treatment. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L12 ANSWER 4 OF 6 
ACCESSION NUMBER: 
TITLE (ENGLISH) : 
TITLE (FRENCH) : 
INVENTOR (S) : 



PCTFULL COPYRIGHT 2004 Univentio on STN 
2003103701 PCTFULL ED 20040102 EW 200351 
COMPOSITIONS AND METHODS FOR TREATING DIABETES 
COMPOSITIONS ET PROCEDES DE TRAITEMENT DU DIABETE 
BRAND, Stephen, J. , 161 Bedford Road, Lincoln, MA 
01773, US [AU, US] ; 

CRUZ,. Antonio, 89 Dunloe Road, Toronto, Ontario M5P 
2T7, CA [CA, CA] 



Page 5 



10044048 14/04/2004 



PATENT ASSIGNEE (S) : 



AGENT : 



LANGUAGE OF FILING: 
LANGUAGE OF PUBL. : 
DOCUMENT TYPE: 
PATENT INFORMATION: 



WARATAH PHARMACEUTICALS, INC. , 415 Yonge Street, Suite 
1103, Toronto, Ontario M5B 2E7, CA [CA, CA] , for all 
designates States except US; 

BRAND, Stephen, J., 161 Bedford Road, Lincoln, MA 
01773, US [AU, US], for US only; 

CRUZ, Antonio, 8 9 Dunloe Road, Toronto, Ontario M5P 
2T7, CA [CA, CA] , for US only 

GUTERMAN, Sonia, K.$, Mintz, Levin, Conn, Ferris, 

Glovsky and Popeo, P.C., One Financial Center, Boston, 

MA 02111$, US 

English 

English 

Patent 



NUMBER 



KIND 



DATE 



WO 2003103701 Al 20031218 

DESIGNATED STATES 
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APPLICATION INFO.: WO 2003-US18377 A 20030609 

PRIORITY INFO.: US 2002-60/387,032 20020607 

US 2002-60/430,590 20021203 
ABEN Compositions and methods for islet neogenesis therapy comprising an EGF 

and a gastrin in combination with immune suppression, and for 

treating or preventing early stage diabetes with a 

gastrin/CCK receptor ligand and an immunosuppressant are 

provided. 

ABFR L 1 invention porte sur des compositions et sur des procedes utilises dans 
la therapie de la neogenese des ilots pancreatiques , ces compositions 
comprenant un EGF et une gastrine en combinaison avec la suppression 
immune. Ces procedes consistent a traiter ou prevenir le diabete a un 
stade precoce avec un ligand recepteur de gastrine/CCK et un 
immunosuppresseur . 
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SUAREZ-PINZON, Wilma Lucia, 111-35 83rd Ave, Edmonton, 
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CRUZ, Antonio, 8 9 Dunloe Road, Toronto, Ontario M5P 
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DOCUMENT TYPE: 
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English 

Patent 
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NUMBER 



KIND 



DATE 
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RW (OAPI ) : 
APPLICATION INFO. : 
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ABEN 



ABFR 



AE AG AL AM AT AU AZ BA BB BG BR BY BZ CA CH CN CO CR 
CU CZ DE DK DM DZ EC EE ES FI GB GD GE GH GM HR HU ID 
IL IN IS JP KE KG KP KR KZ LC LK LR LS LT LU LV MA MD 
MG MK MN MW MX MZ NI NO NZ OM PH PL PT RO RU SC SD SE 
SG SK SL TJ TM TN TR TT TZ UA UG US UZ VC VN YU ZA ZM 
. ZW 

RW (ARIPO) : GH GM KE LS MW MZ SD SL SZ TZ UG ZM ZW 

RW (EAPO) : AM AZ BY KG KZ MD RU TJ TM 

RW (EPO) : AT BE BG CH . CY CZ DE DK EE ES FI FR GB GR HU IE IT LU 

MC NL PT RO SE SI SK TR 

BF BJ CF CG CI CM GA GN GQ GW ML MR NE SN TD TG 
WO 2003-US16660 A 20030527 

US 2002-60/382,921 20020524 
US 2002-60/384,357 20020530 
Proliferating pancreatic islet cells obtained by the method of isolating 
a population of cells that preferably includes predominantly islet 
precursor cells that express one or more marker associated with an islet 
precursor cell and providing the precursor cells with one or more a 
pancreatic differentiation agent so that a population of cells is 
obtained that has a high proportion of cells with phenotypic 
characteristics of functional pancreatic islet &beta ; -cells . Optionally, 
the precursor cells are pretreated by providing them with one or more 
cell expansion agent to increase the number of cells in the population 
prior to differentiation. The pancreatic differentiation agent 
composition comprises a gastrin/CCK receptor ligand, e.g., a gastrin, in 
an amount sufficient to effect differentiation of pancreatic islet 
precursor cells to mature insulin-secreting cells. The cell expansion 
agent composition comprises one or more epidermal growth factor (EGF) 
receptor ligand in an amount sufficient to stimulate proliferation of 
the precursor cells. The methods of treatment include transplanting 
either undifferentiated precursor cells and providing the pancreatic 
differentiation agent either alone or in combination with the cell 
expansion agent in situ, or transplanting the functional pancreatic 
islet β -cells into the patient. The pancreatic islet kbeta; -cells 
can be used for drug screening, and replenishing pancreatic function in 
the context of clinical treatment. 

L'invention concerne des cellules des ilots pancreatiques en mitose. Ces 
cellules sont obtenues par une methode consistant a isoler une 
population de cellules qui comprend de preference des cellules 
precurseur des ilots pancreatiques qui expriment un ou plusieurs 
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marqueurs associes a une cellule precurseur des ilots pancreatiques . Ces 
cellules precurseur comprennent un ou plusieurs agents de 
differentiation pancreatique permettant d'obtenir une population de 
cellules comportant une proportion de cellules ayant des 
caracteristiques phenotypiques de cellules β des ilots 
pancreatiques f onctionnelles . Si besoin, les cellules precurseur sont 
pretraitees en leur administrant un ou plusieurs agents d' expansion afin 
d'augmenter le nombre de cellules dans la population avant la 
differentiation. La composition d' agent de dif ferentiat ion , pancreatique 
comprend un ligand recepteur CCK/gastrine, p. ex. , une gas trine, en 
quantite suffisante pour effectuer une differentiation des cellules 
precurseur des ilots pancreatiques pour faire murir les cellules qui 
secretent de l'insuline. La composition d'agents d'expansion de cellules 
comprend un ou plusieurs ligands recepteurs du facteur de croissance 
epidermique (EGF) en quantite. suffisante pour stimuler la proliferation 
des cellules precurseur. Ces methodes de traitement consistent a greffer 
soit les cellules precurseur non dif f erenciees et a liberer des agents 
de dif f erenciation pancreatique seuls ou en combinaison avec 1 'agent 
d'expansion cellulaire in situ, soit a greffer les cellules β des 
ilots pancreatiques chez le patient. Ces cellules kbeta; des ilots 
pancreatiques peuvent etre utilisees dans le criblage de medicaments et 
dans la reconstitution de la fonction pancreatique dans le contexte de 
traitement clinique. 
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ABEN Compositions and methods are provided for achieving in vivo islet cell 
regeneration in subjects with preexisting diabetes. The 
methods comprise short term treatment with a composition having a 
gastrin/cholecyokinin receptor ligand and an EGF receptor 
ligand. Treatment with such a composition for a short term resulted in a 
prolonged period of increased insulin release, decreased fasting blood 



Page 8 



10044048 14/04/2004 



glucose, and improved glucose tolerance, the prolonged efficacy, the 
period being considered from the time of cessation of treatment. 
ABFR L ' invention concerne des compositions et des methodes permettant de 
realiser une regeneration cellulaire d'ilot <i>in vivo</i> chez des 
sujets a diabetes preexistants. Les methodes consistent en un traitement 
court terme avec une composition contenant un ligand de recepteur de 
gastrine/CCK (cholecystokinine) et un ligand de recepteur d'EGF (facteur 
de croissance epidermique) . Un traitement court terme avec une telle 
composition resulte en une periode prolongee de liberation amelioree 
d'insuline, de diminution de la glycemie a jeun, et de tolerance au 
glucose amelioree, la duree de l'efficacite prolongee etant comptee a 
partir de la cessation du traitement. 
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Transgenic expression of gastrin and EGF receptor ligands stimulates islet 
neogenesis in adult mice, significantly increasing islet mass. The 
present study aimed to determine whether pharmacological treatment 
with gastrin and EGF can significantly stimulate 
beta-cell regeneration in chronic, severe insulin-dependent 
diabetes. Diabetes was induced by intravenous streptozotocin, 
resulting in >95% beta cell destruction. Four weeks later, blood glucose 
levels were restored to normal range by exogenous insulin therapy and rats 
were treated with EGF/gastrin in combination, gastrin alone, or EGF alone 
given subcutaneously . After 14 days treatment blood glucose was 
significantly lower in the EGF/gastrin group compared to the untreated 
diabetic controls. Along with improved glucose tolerance, EGF/gastrin 
treatment significantly increased plasma C peptide and pancreatic insulin 
content compared to diabetic controls. Histological analysis showed that 
EGF/gastrin treatment significantly increased beta-cell mass as determined 
by point counting morphometries. The EGF/gastrin group had a 
significantly greater number of BrdU labelled. beta-cells/sect ion 
consistent with stimulation of beta-cell replication or neogenesis. An 
increased number of gastrin receptor positive cells were observed in the 
EGF/gastrin-treated groups. In contrast to the effectiveness of the 
EGF/gastrin combination, neither gastrin nor EGF alone improved glucose 
tolerance in severely streptozotocin-diabetic rats. These studies 
indicate that physiologically significant improvement in glucose tolerance 
can be achieved through stimulating beta-cell regeneration with 
gastrin/EGF administered systemically as conventional pharmacological 
therapy. 
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AB Proliferating pancreatic islet cells obtained by the method of isolating a 
population of cells that preferably includes predominantly islet precursor 
cells that express one or more marker associated with an islet precursor cell 
and providing the precursor cells with one or more a pancreatic 
differentiation agent so that a population of cells is obtained that has a 
high proportion of cells with phenotypic characteristics of functional 
pancreatic islet p-cells. Optionally, the precursor cells are 
pretreated by providing them with one or more cell expansion agent to 
increase the number of cells in the population prior to differentiation. The 
pancreatic differentiation agent composition comprises a gastrin/CCK receptor 
ligand, e.g., a gastrin, in an amount sufficient to effect differentiation 
of pancreatic islet precursor cells to mature insulin-secreting cells. 
The cell expansion agent composition comprises one or more epidermal growth 
factor (EGF) receptor ligand in an amount sufficient to stimulate 
proliferation of the precursor cells. The methods of treatment include 
transplanting either undifferentiated precursor cells and providing the 
pancreatic differentiation agent either alone or in combination with the 
cell expansion agent in situ, or transplanting the functional pancreatic 
islet p-cells into the patient. The pancreatic islet p-cells 
can be used for drug screening, and replenishing pancreatic function in 
the context of clin. treatment. 

L16 ANSWER 3 OF 16 CAPLUS COPYRIGHT 2 004 ACS on STN 
ACCESSION NUMBER: 2003:348744 CAPLUS 

DOCUMENT NUMBER: 138:332215 

TITLE: Treatment of diabetes with a 

gastrin receptor or an EGF receptor 

ligand to cause differentiation of pancreatic islet 

precursor cells into mature insulin-secreting cells 

INVENTOR (S): Parikh, Indu; Lane, Anne; Nardi, Ronald V. ; Brand, 

Stephen J. 

PATENT ASSIGNEE (S) : Waratah Pharmaceuticals, Inc., Can.; The General 

Hospital Corporation 
SOURCE: U.S., 20 pp., Cont . -in-part of U.S. 6,288,301. 

CODEN: USXXAM 
DOCUMENT TYPE: Patent 



Page 11 



10044048 14/04/2004 



LANGUAGE: English 
FAMILY ACC NUM. COUNT: 5 
PATENT INFORMATION: 



PATENT 


NO. 










A PPT >T TAT TON NO 


DATE 








US 


6558952 




R1 


9 OO^ O^ 0£ 




nc 1999-941100 
uo a. y y y ^iiiuu 


19990129 






US 


5885956 




7\ 


i qqqno n o 




ttc IQQ^qq^SS 
uo -L y y y y £x £i ~d u 


19921214 






AU 


9476287 




A ~] 


1^ J JUOUO 




ATT 1 994 -7fi9ft7 


19940124 






EP 


752£ 


582 




A1 


1 ^ ^ / U -L J — ; 




FP 1 994 - 99fi4 c S9 


19940124 






EP 


752£ 


*82 




R1 

13 J. 


9 009 Oft 9 1 

/L* \J \J /Li \J O £i -L 
















R: 


AT, 


RF 


PR DF 


DK F^ 


FR 


GR GR IE IT LI 


LU, 


MC, 


NL, 


PT 


JP 


09511384 




T9 


1997111ft 

J. y y 1 J.-L-LO 




l7P 1994-S19 C S19 


19940124 






EP 


1132091 




Al 


9 001 091 9 




FP 9001 -1 141^1 


19940124 








R: 


AT, 


BE , 


CH DF 


DK ES 


FR 
i rv , 


GB, GR, IT, LI , LU, 


NL, 


SE, 


MC, 


PT, 


AT 


222503 




J-l 


9009091 S 




AT 1994-926459 


19940124 






ES 


2185663 




T? 
l _j 


9 00^ 0R01 




F^ 1 994 - 9264S9 


19940124 






US 


628£ 


3301 




R1 


9001 091 1 




tto -i qqq_i 9709ft 


19980730 






CA 


2326741 




a a 


9 0 000ft 0^ 




CA 1999-9^96741 


19991027 






WO 


20000444 


u u 


A 1 


9 0 00 OR 0 7 




WO 1 999-TT^9R4fi^ 


19991027 








W: 


AE, 


AL, 


AM, AT, 


AU, AZ, 


BA, 


BB, BG, BR, BY, CA, 


CH, 


CN, 


cu, 


cz, 






DE, 


DK, 


EE E^ 


FI , GB, 


GD, 


GE, GH, GM, HR, HU, 


ID, 


IL, 


IN, 


IS, 






JP, 


KE, 


KG, KP, 


KR, KZ, 


Lc! 


LK, LR, LS, LT, LU, 


LV, 


MD, 


MG, 


MK, 






MN, 


MW, 


MX, NO, 


NZ, PL, 


PT, 


RO, RU, SD, SE, SG, 


SI, 


SK, 


SL, 


TJ, 






TM, 


TR, 


TT, UA, 


UG, UZ, 


VN, 


YU, ZA, ZW, AM, AZ, 


BY, 


KG, 


KZ, 


MD, 






RU, 


TJ, 


TM 


















RW 


: GH, 


GM, 


KE, LS, 


MW, SD, 


SL, 


SZ, TZ, UG, ZW, AT, 


BE, 


CH, 


CY, 


DE, 






DK, 


ES, 


FI, FR, 


GB, GR, 


IE, 


IT, LU, MC, NL, PT, 


SE, 


BF, 


BJ, 


CF, 






CG, 


CI, 


CM, GA, 


GN, GW, 


ML, 


MR, NE, SN, TD, TG 










EP 


1071447 




Al 


20010131 




EP 1999-956786 


19991027 








R: 


AT, 
IE, 


BE, 
FI 


CH, DE, 


DK, ES, 


FR, 


GB, GR, IT, LI, LU, 


NL, 


SE, 


MC, 


PT, 



SE 



IE 



JP 2004506591 
SE 2000003508 
US 2002081285 
US 2004037818 
PRIORITY APPLN. INFO. 



T2 20040304 JP 2000-595702 19991027 

A 20001121 SE 2000-3508 20000929 

Al 20020627 US 2001-29551 20011220 

Al 20040226 US 2003-446612 20030527 

US 1992-992255 Al 19921214 
US 1998-127028 A2 19980730 
EP 1994-926459 A3 19940124 
WO 1993-US12055 W 19940124 
US 1999-241100 A 19990129 
WO 1999-US25463 W 19991027 
US 2001-29551 A2 20011220 
US 2002-382921P P 20020524 
US 2002-384357P P 20020530 
AB Methods and compns . for treating diabetes mellitus in a patient in need 
thereof are provided. The methods include administering to a patient a 
composition providing a gastrin/CCK receptor ligand, e.g., a gastrin, and/or an 
epidermal growth factor (EGF) receptor ligand, e.g., TGF-a , in an 
amount sufficient to effect differentiation of pancreatic islet precursor 
cells to mature insulin-secreting cells. The composition can be administered 
systemically or expressed in situ by cells transgenically supplemented 
with one or both of a gastrin/CCK receptor ligand gene, e.g., a 
preprogastrin peptide precursor gene and an EGF receptor ligand gene, 
e.g., a TGF-a gene. The methods also include transplanting into a 
patient cultured pancreatic islets in which mature insulin-secreting beta 
cells are proliferated by exposure to a gastrin/CCK receptor ligand and an 
EGF receptor ligand. 
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AB Compns . and methods are provided for achieving in vivo islet cell 

regeneration in subjects with preexisting diabetes. The methods comprise 
short term treatment with a composition having a gastrin/cholecystokinin 
receptor ligand and an EGF receptor ligand. Treatment with such a composition 
for a short term resulted in a prolonged period of increased insulin 
release, decreased fasting blood glucose, and improved glucose tolerance, 
the prolonged efficacy, the period being considered from the time of 
cessation of treatment. 
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AB Methods and compns . for treating diabetes mellitus in a patient in need 
thereof are provided. The methods include administering to a patient a 
composition providing a gastrin/CCK receptor ligand, e.g., a gastrin, and/or an 
epidermal growth factor (EGF) receptor ligand, e.g., TGF-a, in an 
amount sufficient to effect differentiation of pancreatic islet precursor 
cells to mature insulin-secreting cells. The composition can be administered 
systemically or expressed in situ by cells transgenically supplemented 
with one or both of a gastrin/CCK receptor ligand gene, e.g., a 
preprogastrin peptide precursor gene and an EGF receptor ligand gene, 
e.g., a TGF-a gene. The methods also include transplanting into a 
patient cultured pancreatic islets in which mature insulin-secreting beta 
cells are proliferated by exposure to a gastrin/CCK receptor ligand and an 
EGF receptor ligand. 
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AB A method for treating juvenile diabetes using a combination of 
the ligands for gastrin/CCK receptors and the ligands for 
EGF receptors to induce the differentiation of pancreatic 
precursor cells is described. The pancreatic precursor cells can be 
introduced in vitro with the genes encoding the ligands, e.g., gastrin and 
TGFa. The treated cells can then be re-introduced into the 
mammalian host. Expression of human gastrin exons 2 and 3 and TGFa 
in a mouse model, along with their biol . effects, was demonstrated. 
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AB A method for treating diabetes mellitus by administering 

composition providing a gastrin/CCK receptor ligand, e.g. a 
gastrin, and an EGF receptor ligand, e.g. TGFalpha, in 
an amount sufficient to effect differentiation of pancreatic islet 
precursor cells to mature insulin-secreting cells. The composition can be 
administered systemically or expressed in situ by cells transgenically 
supplemented with one or both of a gastrin/CCK receptor ligand gene, e.g. 
a preprogastrin peptide precursor gene and an EGF receptor ligand gene, 
e.g. a TGFalpha gene. 
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GAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Proliferating pancreatic islet cells obtained by the method of isolating 

a population of cells that preferably includes predominantly islet 
precursor cells that express one or more marker associated with an islet 
precursor cell and providing the precursor cells with one or more a 
pancreatic differentiation agent so that a population of cells is 
obtained that has a high proportion of cells with phenotypic 
characteristics of functional pancreatic islet p-cells. Optionally, 
the precursor cells are pretreated by providing them with one or more 
cell expansion agent to increase the number of cells in the population 
prior to differentiation. The pancreatic differentiation agent 
composition comprises a gastrin/CCK receptor ligand, e.g., a gastrin, in 
an amount sufficient to effect differentiation of pancreatic islet 
precursor cells to mature insulin-secreting cells. The cell expansion 
agent composition comprises one or more epidermal growth factor (EGF) 
receptor ligand in an amount sufficient to stimulate proliferation of 
the precursor cells. The methods of treatment include transplanting 
either undifferentiated precursor cells and providing the pancreatic 
differentiation agent either alone or in combination with the cell 
expansion agent in situ, or transplanting the functional pancreatic 
islet p-cells into the patient. The pancreatic islet p-cells 
can be used for drug screening, and replenishing pancreatic function in 
the context of clinical treatment. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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AB Compositions and methods for islet neogenesis therapy comprising an 

EGF and a gastrin in combination with immune 

suppression/ and for treating or preventing early stage diabetes 
with a gastrin/CCK receptor ligand and an immunosuppressant 
are provided. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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AB Compositions and methods are provided for achieving in vivo islet cell 

regeneration in subjects with preexisting diabetes. The 
methods comprise short term treatment with a composition 
having a gastrin/cholecystokinin receptor ligand and an 
EGF receptor ligand. Treatment with such a composition 
for a short term resulted in a prolonged period of increased insulin 
release, decreased fasting blood glucose, and improved glucose 
tolerance, the prolonged efficacy, the period being considered from the 
time of cessation of treatment. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Methods and compositions for treating diabetes mellitus in a 

patient in need thereof are provided. The methods include 
administering to a patient a composition providing a 
gastrin/CCK receptor ligand, e.g., a gastrin,- and/or 
an epidermal growth factor (EGF) receptor ligand, e.g., 
TGF-a , in an amount sufficient to effect differentiation of 
pancreatic islet precursor cells to mature insulin-secreting cells. The 
composition can be administered systemically or expressed in 
situ by cells transgenically supplemented with one or both of a 
gastrin/CCK receptor ligand gene, e.g., a preprogastrin peptide 
precursor gene and an EGF receptor ligand gene, e.g., a 
TGF-a gene. The methods also include transplanting into a patient 
cultured pancreatic islets in which mature insulin-secreting beta cells 
are proliferated by exposure to a gastrin/CCK receptor ligand 
and an EGF receptor ligand. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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WO 2003-US21547 A 20030709 

US 2002-60/394,856 20020709 
US 2002-60/414,978 20021001 
US 2003-60/466,435 20030428 
A method id provided for treating subjects with combination therapy 
including compounds of Formula I. It was surprisingly discovered that 
this combination enhanced the efficacy of both agents, and that, 
administration of Formula I compounds induced cytokine and chemokine 
production in vivo. The combinations can be used to enhanced ADCC, 
stimulate immune responses and /or patient and treat certain disorders. 
The invention also relates to kits and compositions relating to such 
combinations. 

Cette invention se rapporte a un procede servant a traiter des sujets au 
moyen d'une polytherapie utilisant des composes representes par la 
formule (I) . On a decouvert de facon surprenante que cette polytherapie 
ameliore l'efficacite des deux agents, et que 1 ' administration de 
composes de formule (I) induit la production de cytokine et de 
chimiokine in vivo. Ces polytherapies peuvent etre utilisees pour 
ameliorer la cytotoxicite mediee par des cellules dependant des 
anticorps (ADCC) , pour stimuler les reactions immunitaires et/ou 
l'organisme du patient et pour traiter certains troubles. Cette 
invention concerne egalement des kits et des compositions associees a 
ces polytherapies. 
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ABEN The invention provides methods for treating pancreatic dysfunction, 
particularly diabetes, in 

mammals using ErbB receptor ligands, such as heregulin, betacellul in, 
and EGF . Methods of treating 

such conditions using anti-ErbB receptor agonist antibodies are further 
provided. The methods of the 

invention may be performed by direct administration of such 
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therapeutically useful agents to 

mammals, or alternatively, by exposing certain pancreatic cell types to 
such agents i(in vitro) and 

subsequently transplanting the treated cells to a mammal. 
ABFR Cette invention concerne des methodes de traitement du dysf onct ionnement 
pancreatique, en 

particulier du diabete, chez les mammi feres, au moyen de ligands 
recepteurs ErbB, tels que 

1 'hereguline, la betacellul ine et EGF . L ' invention concerne egalement des 
methodes de traitement de 

ces pathologies au moyen d'anticorps agonistes ant i-recepteur ErbB. 
Selon 1' invention, on peut 

administrer directement ces agents utiles au plan therapeutique a des 
mammi fere, ou, en variante, 

exposer certains types de cellules pancreatiques a de tels agents i(in 
vitro) et transplanter 

ulterieurement les cellules traitees dans un mammiferes. 
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APPLICATION INFO. : WO 1994-US12055 A 19940124 

ABEN A method for treating diabetes mellitus by 

administering composition providing a gastrin/CCK 

receptor ligand, e.g. a gastrin, and an EGF receptor 

ligand, e.g. TGF'alpha', in an amount 

sufficient to effect differentiation of pancreatic islet precursor cells 
to mature insulin-secreting 

cells. The composition can be administered systemically or 
expressed in situ by cells transgenically 

supplemented with one or both of a gastrin/CCK receptor ligand 
gene, e.g. a preprogastrin peptide 

precursor gene and an EGF receptor ligand gene, e.g. a 
TGF'alpha' gene. 

ABFR L' invention concerne un procede de traitement du diabete sucre, 
consistant a administrer une 

composition contenant un ligand au recepteur de gastrine/cystokinine 
(CCK) , par exemple une 

gastrine, et un ligand au recepteur d'un facteur de croissance 
epidermique, par exemple le facteur 

de croissance transformant 'alpha', en une quantite suffisante pour que 
se fasse la dif f erenciation 

de cellules precurseurs d'ilots pancreatiques en cellules mures 
secretant de l'insuline. Cette 

composition peut etre administree par voix generale ou exprimee in situ 
par des cellules 

transgeniquement completees par au moins un des genes suivants : un gene 
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de ligand au recepteur de 

gastrine/CCK, par exemple un gene precurseur peptidique de 
preprogastrine, et un gene de ligand au 

recepteur d'un facteur de croissance epidermique, par exemple un gene du 
facteur de croissance 
trans formant 'alpha'. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT . 

AB Proliferating pancreatic islet cells obtained by the method of isolating 

a population of cells that preferably includes predominantly islet 
precursor cells that express one or more marker associated with an islet 
precursor cell and providing the precursor cells with one or more a 
pancreatic differentiation agent so that a population of cells is 
obtained that has a high proportion of cells with phenotypic 
characteristics of functional pancreatic islet p-cells. Optionally, 
the precursor cells are pretreated by providing them with one or more 
cell expansion agent to increase the number of cells in the population 
prior to differentiation. The pancreatic differentiation agent 
composition comprises a gastrin/CCK receptor ligand, e.g., a gastrin, in 
an amount sufficient to effect differentiation of pancreatic islet 
precursor cells to mature insulin-secreting cells. The cell expansion 
agent composition comprises one or more epidermal growth factor (EGF) 
receptor ligand in an amount sufficient to stimulate proliferation of 
the precursor cells. The methods of treatment include transplanting 
either undifferentiated precursor cells and providing the pancreatic 
differentiation agent either alone or in combination with the cell 
expansion agent in situ, or transplanting the functional pancreatic 
islet P-cells into the patient. The pancreatic islet p-cells 
can be used for drug screening, and replenishing pancreatic function in 
the context of clinical treatment. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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The present invention relates to protein complexes 
processes which have been shown to be critical for 
various forms of cancer, component proteins of the said complexes, 
fragments and derivatives of the component proteins, and antibodies 
specific to the complexes. The present invention also relates to methods 
for use of the complexes and their interacting proteins in, inter alia, 
screening, diagnosis, and therapy, as well as to methods of preparing 
the complexes . 

La present e invention concerne des complexes proteiniques qui entrent en 
jeu dans des processus cellulaires qui se sont averes critiques pour le 
developpement de diverses formes de cancer, des proteines composant de 
ces complexes, des fragments et des derives de ces proteines composant 
et, des anticorps specif iques de ces complexes. Cette invention concerne 
aussi des techniques d 1 util isat ion de ces complexes et leur proteines 
d' interaction dans la recherche, le diagnostic et la therapie, entre 
autres domaines d'utilisation, ainsi que des techniques de preparation 
de ces complexes. 
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AB Compositions and methods for the therapy and diagnosis of cancer, 

particularly pancreatic cancer, are disclosed. Illustrative compositions 
comprise one or more pancreatic tumor polypeptides, immunogenic portions 
thereof, polynucleotides that encode such polypeptides, antigen 
presenting cell that expresses such polypeptides, and T cells that are 
specific for cells expressing such polypeptides. The disclosed 
compositions are useful, for example, in the diagnosis, prevention 
and/or treatment of diseases, particularly pancreatic cancer. 
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or preventing early stage diabetes with a gastrin/CCK receptor ligand 
and an immunosuppressant are provided. 

L 1 invention porte sur des compositions et sur des procedes utilises dans 
la therapie de la neogenese des ilots pancreat iques , ces compositions 
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ABEN Proliferating pancreatic islet cells obtained by the method of isolating 
a population of cells that preferably includes predominantly islet 
precursor cells that express one or more marker associated with an islet 
precursor cell and providing the precursor cells with one or more a 
pancreatic differentiation agent so that a population of cells is 
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obtained that has a high proportion of cells with phenotypic 
characteristics of functional pancreatic islet &beta ; -cells . Optionally, 
the precursor cells are pretreated by providing them with one or more 
cell expansion agent to increase the number of cells in the population, 
prior to differentiation. The pancreatic differentiation agent 
composition comprises a gastrin/CCK receptor ligand, e.g., a gastrin, in 
an amount sufficient to effect differentiation of pancreatic islet 
precursor cells to mature insulin-secreting cells. The cell expansion 
agent composition comprises one or more epidermal growth factor (EGF) 
receptor ligand in an amount sufficient to stimulate proliferation of 
the precursor cells. The methods of treatment include transplanting 
either undifferentiated precursor cells and providing the pancreatic 
differentiation agent either alone or in combination with the cell 
expansion agent in situ, or transplanting the functional pancreatic 
islet β -cells into the patient. The pancreatic islet kbeta ; -cells 
can be used for drug screening, and replenishing pancreatic function in 
the context of clinical treatment. 
ABFR L' invention concerne des cellules des ilots pancreatiques en mitose. Ces 



cellules sont obtenues par une methode consistant a isoler une 
population de cellules qui comprend de preference des cellules 
precurseur des ilots pancreatiques qui expriment un ou plusieurs 
marqueurs associes a une cellule precurseur des ilots pancreatiques. Ces 
cellules precurseur comprennent un ou plusieurs agents de 
differentiation pancreatique permettant d'obtenir une population de 
cellules comportant une proportion de cellules ayant des 
caracteristiques phenotypiques de cellules kbeta; des ilots 
pancreatiques f onct ionnelles . Si besoin, les cellules precurseur sont 
pretraitees en leur administrant un ou plusieurs agents d'expansion afin 
d'augmenter le nombre de cellules dans la population avant la 
differentiation. La composition d' agent de differentiation pancreatique 
comprend un ligand recepteur CCK/gastrine, p. ex., une gastrine, en 
quantite suff isante pour effectuer une differentiation des cellules 
precurseur des ilots pancreatiques pour faire murir les cellules qui 
secretent de l'insuline. La composition d'agents d'expansion de cellules 
comprend un ou plusieurs ligands recepteurs du facteur de croissance 
epidermique (EGF) en quantite suffisante pour stimuler la proliferation 
des cellules precurseur. Ces methodes de traitement consistent a greffer 
soit les cellules precurseur non dif f erenciees et a liberer des agents 
de dif f erenciation pancreatique seuls ou en combinaison avec 1' agent 
d'expansion cellulaire in situ, soit a greffer les cellules β des 
ilots pancreatiques chez le patient. Ces cellules kbeta; des ilots 
pancreatiques peuvent etre utilisees dans le criblage de medicaments et 
dans la reconstitution de la fonction pancreatique dans le contexte de 
traitement clinique . 
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A composition comprising a polypeptide and benzatropine mesylate 
covalently attached to the polypeptide. Also provided is a method for 
delivery of benzatropine mesylate to a patient comprising administering 
to the patient a composition comprising a polypeptide and benzatropine 
mesylate covalently attached to the polypeptide. Also provided is a 
method for protecting benzatropine mesylate from degradation comprising 
covalently attaching it to a polypeptide. Also provided is a method for 
controlling release of benzatropine mesylate from a composition 
comprising covalently attaching it to the polypeptide. 
L* invention concerne une composition comprenant un polypeptide et du 
benzatropine mesylate relie par covalence au polypeptide. La presente 
invention concerne egalement un procede d ' administration de benzatropine 
mesylate a un patient, consistant a administrer au patient une 
composition comprenant un polypeptide et du benzatropine mesylate relie 
par covalence au polypeptide. En outre, cette Invention concerne un 
procede permettant de proteger le benzatropine mesylate contre la 
degradation, qui consiste a relier le benzatropine mesylate par 
covalence a un polypeptide. L' invention concerne egalement un procede de 
regulation de la liberation de benzatropine mesylate d'une composition, 
consistant a relier par covalence le benzatropine mesylate au 
polypeptide. 
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AE .AG AL AM AT AU AZ BA BB BG BR BY BZ CA CH CN CO CR 
CU CZ DE DK DM DZ EC EE ES FI GB GD GE GH GM HR HU ID 
IL IN IS JP KE KG KP KR KZ LC LK LR LS LT LU LV MA MD 
MG MK MN MW MX MZ NO NZ OM PH PL PT RO RU SD SE SG SI 
SK SL TJ TM TN TR TT TZ UA UG US UZ VN YU ZA ZM ZW 
. GH GM KE LS MW MZ SD SL SZ TZ UG ZM ZW 
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Described herein are genes whose expression are up-regulated or 
down -regulated during the course of Hepatitis C infection, or 
distinction between treatment response. Related methods and compositions 
that can be used for diagnosis and treatment of Hepatitis C infection 
and/or its secondary consequences are disclosed. Also described herein 
are methods that can be used to identify modulators of Hepatitis C 
infection and/or its secondary consequences. 

L' invention concerne des genes dont 1' expression est regulee 
positivement ou negativement en cours d' infection par 1 'hepatite C, ou 
une distinction entre les reponses de traitement. L' invention concerne 
egalement des procedes et des compositions pouvant etre utilises dans le 
diagnostic et le traitement de 1' infection par l'hepatite C et/ou ses 
consequences secondaires. L' invention concerne enfin des procedes 
pouvant etre utilises afin d' identifier des modulateurs de 1 ' infection 
par l'hepatite C et/ou ses consequences secondaires. 
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FILE SEGMENT: 
LEGAL REPRESENTATIVE: 

NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
LINE COUNT: 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Compositions and methods for the therapy and diagnosis of cancer, 

particularly colon cancer, are disclosed. Illustrative compositions 
comprise one or more colon tumor polypeptides, immunogenic portions 
thereof, polynucleotides that encode such polypeptides, antigen 
presenting cell that expresses such polypeptides, and T cells that are 
specific for cells expressing such polypeptides. The disclosed 
compositions are useful, for example, in the diagnosis, prevention 
and/or treatment of diseases, particularly colon cancer. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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Compositions and methods for the therapy and diagnosis of cancer, 
particularly ovarian cancer, are disclosed. Illustrative compositions 
comprise one or more ovarian tumor polypeptides, immunogenic portions 
thereof, polynucleotides that encode such polypeptides, antigen 



NUMBER OF CLAIMS 
EXEMPLARY CLAIM: 
LINE COUNT: 
CAS 
AB 
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presenting cell that expresses such polypeptides, and T cells that are 
specific for cells expressing such polypeptides. The disclosed 
compositions are useful, for example, in the diagnosis, prevention 
and/or treatment of diseases, particularly ovarian cancer. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Compositions and methods are provided for achieving in vivo islet cell 

regeneration in subjects with preexisting diabetes. The. methods comprise 
short term treatment with a composition having a gastrin/cholecystokinin 
receptor ligand and an EGF receptor ligand. Treatment with such a 
composition for a short term resulted in a prolonged period of increased 
insulin release, decreased fasting blood glucose, and improved glucose 
tolerance, the prolonged efficacy, the period being considered from the 
time of cessation of treatment. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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ABEN Disclosed herein are nucleic acid sequences that encode novel 

polypeptides. Also disclosed are polypeptides encoded by these nucleic 
acid sequences, and antibodies, which immunospecif ically-bind to the 
polypeptide, as well as derivatives, variants, mutants, or fragments of 
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the aforementioned polypeptide, polynucleotide, or antibody. The 
invention further discloses therapeutic, diagnostic and research methods 
for diagnosis, treatment, and prevention of disorders involving any one 
of these novel human nucleic acids and proteins. 
ABFR Cette invention se rapporte a des sequences d'acides nucleiques qui 

codent de nouveaux polypeptides. Cette invention concerne egalement des 
polypeptides codes par ces sequences d'acides nucleiques, et des 
anticorps, qui se fixent de facon immunospecif ique a ces polypeptides, 
ainsi que des derives, des variants, des mutants ou des fragments d'un 
tel polypeptide, polynucleotide ou anticorps. Cette invention concerne 
en outre des procedes therapeutiques , diagnostiques et de recherche pour 
le diagnostic, le traitement et la prevention des affections impliquant 
l'un de ces nouveaux acides nucleiques et proteines humains. 
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AU CA JP 

AT BE CH CY DE DK ES FI FR GB GR IE IT LU MC NL PT SE 
TR 

WO 2002-US685 A 20020111 

US 2001-60/261,638 20010112 
Compositions and methods are provided for achieving in vivo islet cell 
regeneration in subjects with preexisting diabetes. The methods comprise 
short term treatment with a composition having a gastrin/cholecyokinin 
receptor ligand and an EGF receptor ligand. Treatment with such a 
composition for a short term resulted in a prolonged period of increased 
insulin release, decreased fasting blood glucose, and improved glucose 
tolerance, the prolonged efficacy, the period being considered from the 
time of cessation of treatment. 

L' invention concerne des compositions et des methodes permettant de 
realiser une regeneration cellulaire d'ilot <i>in vivo</i> chez des 
sujets a diabetes preexistants . Les methodes consistent en un traitement 
court terme avec une composition contenant un ligand de recepteur de 
gastrine/CCK (cholecystokinine) et un ligand de recepteur d ' EGF (facteur 
de croissance epidermique) . Un traitement court terme avec une telle 
composition resulte en une periode prolongee de liberation amelioree 
d'insuline, de diminution de la glycemie a jeun, et de tolerance au 
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glucose amelioree, la duree de l'efficacite prolongee etant comptee a 
partir de la cessation du traitement. 
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ABFR 



A single exon nucleic acid microarray comprising a plurality of single 
exon nucleic acid probes for measuring gene expression in a sample 
derived from human BT 474 cells is described. Also described are single 
exon nucleic acid probes expressed in the BT 474 cells and their use in 
methods for detecting gene expression. 

Puce a acide nucleique (microarray) a un seul exon comportant une 
plural ite de sondes d' acide nucleique a un seul exon destinees a mesurer 
1' expression genique dans un echantillon derive de cellules humaines BT 
474. La presente invention concerne egalement des sondes d' acide 
nucleique a un seul exon exprimees dans les cellules BT 474 et leur 
utilisation dans des methodes de detection de 1' expression genique. 
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The present invention is directed to novel polypeptides and to nucleic 
acid molecules encoding those polypeptides. Also provided herein are 
vectors and host cells comprising those nucleic acid sequences, chimeric 
polypeptide molecules comprising the polypeptides of the present 
invention fused to heterologous polypeptide sequences, antibodies which 
bind to the polypeptides of the present invention and to methods for 
producing the polypeptides of the present invention. 
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ABEN The present invention relates to 48 novel human secreted proteins and 
isolated nucleic acids 
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containing the coding regions of the genes encoding such proteins. Also 
provided are vectors, host 

cells, antibodies, and recombinant methods for producing human secreted 
proteins. The invention 

further relates to diagnostic and therapeutic methods useful for 
diagnosing and treating disorders 
related to these novel human secreted proteins. 
ABFR L' invention porte sur de nouvelles proteines humaines secretees et sur 
des acides nucleiques 

isoles comportant les regions codantes des genes codant pour lesdites 
proteines. L' invention porte 

egalement sur des vecteurs, cellules notes, anticorps, et methodes de 
recombinaison servant a 

produire lesdites proteines humaines secretees; elle porte en outre sur 
des precedes diagnostiques 

et therapeutiques permettant de diagnostiquer et traiter les affections 
liees auxdites nouvelles 
proteines humaines secretees. 
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ABEN This invention relates to newly identified pancreas or pancreatic cancer 
related 

polynucleotides and the. polypeptides encoded by these polynucleotides 
herein collectively known as 

pancreatic cancer antigens, and to the complete gene sequences 
associated therewith and to the 

expression products thereof, as well as the use of such pancreatic 
cancer antigens for detection, 

prevention and treatment of disorders of the pancreas, particularly the 
presence of pancreatic 

cancer. This invention relates to the pancreatic cancer antigens as well 
as vectors, host cells, 

antibodies directed to pancreatic cancer antigens and recombinant and 
synthetic methods for 



Page 41 



10044048 14/04/2004 

producing the same. Also provided are diagnostic methods for diagnosing 
and treating, preventing 

and/or prognosing disorders related to the pancreas, including 
pancreatic cancer, and therapeutic 

methods for treating such disorders. The invention further relates to 
screening methods for 

identifying agonists and antagonists of pancreatic cancer antigens of 
the invention. The present 

invention further relates to methods and/or compositions for inhibiting 
the production and/or 

function of the polypeptides of the present invention. 
ABFR L ' invention porte sur des polynucleotides et les polypeptides codes par 



eux nouvellement 

identifies connus sous 1 ' appellation collective d'antigenes du cancer du 
pancreas, sur les 

sequences completes de genes leur etant associees, sur leurs produits 
d 1 expression, ainsi que sur 

1 1 utilisation desdits antigenes du cancer du pancreas pour la detection, 
la prevention et le 

traitement d' affections du pancreas dont en particulier le cancer du 
pancreas. L' invention porte sur 

les antigenes du cancer du pancreas ainsi que sur des vecteurs, des 
cellules notes, et des anticorps 

des antigenes du pancreas, et sur des procedes de recombinaison et de 
synthese permettant de les 

produire. L'invention porte egalement sur des methodes de diagnostic 
permettant de diagnost iquer , 

traiter, prevenir et/ou pronostiquer les affections du pancreas dont le 
cancer du pancreas, et sur 

des procedes therapeut iques permettant de les traiter. L f invention porte 
en outre sur des procedes 

de criblage permettant d' identifier les agonistes et antagonistes des 
antigenes du cancer du 

pancreas de 1' invention, et sur des procedes et/ou compositions inhibant 
la production et/ou la 

fonction des polypeptides de 1' invention. 
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APPLICATION INFO. : WO 2000-US5918 A 20000308 

PRIORITY INFO.: US 1999-60/124,270 19990312 

ABEN This invention relates to newly identified lung or lung cancer related 
polynucleotides and the 

polypetides encoded by these polynucleotides herein collectively known 
as lung cancer antigens, 

and to the complete gene sequences associated therewith and to the 
expression products thereof, as 

well as the use of such lung cancer antigens for detection, prevention 
and treatment of disorders of 

the lung, particularly the presence of lung cancer. This invention 
relates to the lung cancer 

antigens as well as vectors, host cells, antibodies directed to lung 
cancer antigens and recombinant 

and synthetic methods for producing the same. Also provided are 
diagnostic methods for diagnosing 

and treating, preventing and/or prognosing disorders related to the 
lung, including lung cancer, and 

therapeutic methods for treating such disorders. The invention further 
relates to screening methods 

for identifying agonists and antagonists of lung cancer antigens of the 
invention. The present 

invention further relates to methods and/or compositions for inhibiting 
the production and/or 

function of the polypetides of the present invention. 
ABFR Cette invention porte sur des polynucleotides recemment identifies et 
associes au cancer du 

poumon, et sur les polypeptides codes par ces polynucleotides -et connus 
collectivement sous le nom 

d'antigenes du cancer du poumon . L' invention porte egalement sur les 
sequences geniques completes 

associees et' sur leurs produits d' expression, a ins i que sur 
1 'utilisation de ces antigenes du cancer 

du poumon dans la detection, la prevention et le traitement des 
pathologies du poumon telles que le 

cancer. Cette invention porte sur les antigenes du cancer du poumon, 
ainsi que sur les vecteurs, les 

cellules hotes, les anticorps diriges contre les antigenes du cancer du 
poumon et sur des procedes 

recombinants et synthetiques de production de ces anticorps. L' invention 
porte egalement sur des 

procedes de diagnostic permettant de diagnost iquer et traiter, prevenir 
et/ou etablir un pronostic 

de pathologies du poumon telles que le cancer, et sur des procedes 
therapeutiques visant a traiter 

ces pathologies. Cette invention porte en outre sur des procedes de 
recherche automat ique visant a 

identifier des agonistes et des antagonistes des antigenes du cancer du 
poumon, et sur des procedes 

et/ou des compositions visant a inhiber la production et/ou la fonction 
des polypeptides de cette 
invention . 
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DES OVAIRES ET DU SEIN 
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ABEN This invention relates to newly identified breast, ovarian, breast 
cancer and/or ovarian cancer 

related polynucleotides and the polypeptides encoded by these 
polynucleotides herein collectively 

known as breast/ovarian cancer antigens, and to the complete gene 
sequences associated therewith 

and to the expression products thereof, as well as the use of such 
breast /ovarian cancer antigens 

for detection, prevention and treatment of disorders of the female 
reproductive system, particularly 

disorders of the breast and/or ovary, including the presence of breast 
cancer and/or ovarian cancer. 

This invention relates to the breast/ovarian cancer antigens as well as 
vectors, host cells, 

antibodies directed to breast/ovarian cancer antigens and recombinant 
and synthetic methods for 

producing the same. Also provided are diagnostic methods for diagnosing 
and treating, preventing 

and/or prognosing disorders related to the female reproductive system, 
particularly disorders of the 

breast and/or ovary, including breast cancer and/or ovarian cancer, and 
therapeutic methods for 

treating such disorders. The invention further relates to screening 
methods for identifying agonists 

and antagonists of breast/ovarian cancer antigens of the invention. The 
present invention further 

relates to methods and/or compositions for inhibiting the production 
and/or function of the 
polypeptides of the present invention. 
ABFR Cette invention porte sur des polynucleotides recemment identifies et 
associes au cancer du 

sein et/ou des ovaires, et sur les polypeptides codes par ces 
polynucleotides et connus 

collectivement sous le nom d'antigenes du cancer du sein/des ovaires 
. L' invention porte 

egalement sur les sequences geniques completes associees et sur leurs 
produits d ' expression, ainsi 

que sur 1 ' utilisation de ces antigenes du cancer du sein/des ovaires 
dans la detection, la 
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prevention et le traitement des pathologies du systeme reproducteur 
feminin, notamment les 

pathologies du sein et/ou des ovaires telles que le cancer. Cette 
invention porte sur les antigenes 

du cancer du sein/des ovaires ainsi que sur les vecteurs, les cellules 
notes, les anticorps diriges 

contre les antigenes et sur des procedes recombinants et synthetiques de 
production de ces 

anticorps. L' invention porte egalement sur des procedes de diagnostic 
permettant de diagnostiquer et 

traiter, prevenir et/ou etablir un pronostic de pathologies associees au 
systeme reproducteur 

feminin, notamment des pathologies du sein et/ou des ovaires telles que 
le cancer, et sur des 

procedes therapeutiques visant a traiter ces pathologies. Cette 
invention porte en outre sur des 

procedes de recherche automat ique visant a identifier des agonistes et 
des antagonistes des 

antigenes du cancer du sein/des ovaires, et sur des procedes et/ou des 
compositions visant a inhiber 

la production et/ou la fonction des polypeptides de cette invention. 
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ABEN Compositions and methods based on mutant Cystine Knot Growth Factors 
(CKGFs) comprising amino 

acid substitutions relative to the wild type hormone/growth factor. 
Mutated glycoprotein hormones, 

including thyroid stimulating hormone (TSH) and chorionic gonadotropin 
(CG) are disclosed as 

exemplary mutant CKGFs. Mutant TSH heterodimers and hCH heterodimers 
possessed modified 

bioactivities , including superagonist activity. Accordingly, the present 
invention provides methods 

for using mutant CKGFs CKGF analogs, fragments, and derivatives thereof 
for treating or preventing 

diseases. Pharmaceutical and diagnostic compositions, methods of using 
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mutant TSH heterodimers and 

TSH analogs with utility for treatment and prevention of metabolic and 
reproductive diseases are 
also provided. 

ABFR Compositions et procedes bases sur des facteurs de croissance a noeud de 
cystine (CKGFs) 

mutants qui comprennent des substitutions amino-acides par rapport a 
1 ' hormone/ facteur de croissance 

de type sauvage. Des hormones glycoproteiques mutees, dont la 
thyrotrophine (TSH) et la 

gonadotropine chorionique (CG) sont presentees en tant que CKGFs 
mutantes . Des heterodimeres de TSH 

et des heterodimeres de hCH mutants possedent des activites biologiques 
modifiees, dont une activite 

de superagoniste . La presente invention concerne done des procedes 
d 'utilisation de CKGFs mutants, 

d' analogues de CKGF , de fragments et de derives desdites substances pour 
le traitement ou la 

prevention de maladies. Des compositions pharmaceut iques et de 
diagnostic, des procedes 

d 'utilisation d ' heterodimeres de TSH et d'.analogues de TSH mutants ayant 
une utilite pour le 

traitement et la prevention de maladies metabol iques et du systeme de 
reproduction sont egalement 
decrits . 
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US 1998-60/108,904 19981118 
ABEN Membrane -bound proteins and receptor molecules have various industrial 
applications , including 

as pharmaceutical and diagnostic agents. Receptor immunoadhesins , for 
instance, can be employed as 

therapeutic agents to block receptor-ligand interactions. The 
membrane -bound proteins can also be 

employed for screening of potential peptide or small molecule inhibitors 
of the relevant 

receptor/ ligand interaction. Efforts are being undertaken by both 
industry and academia to identify 

new, native receptor or membrane -bound proteins. Many efforts are 
focused on the screening of 

mammalian recombinant DNA libraries to identifiy the coding sequences 
for novel receptor or 

membrane -bound proteins. The present invention is directed to novel 
polypeptides and to nucleic acid 

molecules encoding those polypeptides. Also provided herein are vectors 
and host cells comprising 

those nucleic acid sequences, chimeric polypeptide molecules comprising 
the polypeptides of the 

present invention fused to heterologous polypeptide sequences, 
antibodies which bind to the 

polypeptides of the present invention and to methods for producing the 
polypeptides of the present 
invention . 

ABFR Les proteines membranaires et les molecules de recepteur possedent 
differentes applications 

industrielles ; elles peuvent notamment servir d' agent pharmaceut ique et 
d' agent diagnost ique . Les 

immunoadhesines recepteurs, par exemple, peuvent servir d' agents 
therapeutiques afin de bloquer les 

interactions recepteur- 1 igand . Les proteines membranaires peuvent 
egalement servir a cribler de 

potentiels inhibiteurs peptidiques ou inhibiteurs de petites molecules 
de 1 1 interaction 

recepteur -ligand pertinente. Des recherches sont menees dans les 
domaines industriel et 

universitaire afin d T identifier de nouvelles proteines natives de 
recepteur ou membranaires. Nombre 

de ces recherches se concentrent sur le criblage des bibl iotheques d'ADN 
recombinant de mammifere 

afin d' identifier les sequences de codage pour de nouvelles proteines de 
recepteur ou membranaires. 

L' invention concerne de nouveaux polypeptides et des molecules d'acide 
nucleique codant pour ces 

polypeptides. L' invention concerne egalement des vecteurs et des 
cellules hotes contenant lesdites 

.sequences d 1 acide .nucleique, des molecules de polypeptides chimeres 
contenant les polypeptides selon 

1' invention fusionnees a des sequences de polypeptides heterologues , des 
anticorps qui se lient aux 

polypeptides selon 1' invention ainsi que des methodes de production de 
ces polypeptides. 
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ABEN The present invention relates to novel human secreted proteins and 
isolated nucleic acids 

containing the coding regions of the genes encoding such proteins. Also 
provided are vectors, host 

cells, antibodies, and recombinant methods for producing human secreted 
proteins. The invention 
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further relates to diagnostic and therapeutic methods useful for 
diagnosing and treating disorders 
related to these novel human secreted proteins. 
ABFR La presente invention concerne de nouvelles proteines humaines 
secretees, ainsi que des acides 

nucleiques isoles contenant les regions codantes des genes codant pour 
ces proteines. L 1 invention 

concerne egalement des vecteurs, des cellules notes, des anticorps, et 
des methodes de recombinaison 
• permettant de produire les proteines humaines secretees . L 1 invention 
concerne enfin des methodes 

diagnostiques et therapeutiques utilisees dans le traitement de troubles 
associes a ces nouvelles 
proteines humaines secretees. 



L15 ANSWER 24 OF 27 
ACCESSION NUMBER: 
TITLE (ENGLISH) : 

TITLE (FRENCH) : 

INVENTOR (S) : 



PATENT ASSIGNEE (S) : 



LANGUAGE OF PUBL . : 
DOCUMENT TYPE: 
PATENT INFORMATION: 



DESIGNATED STATES 
W: 



APPLICATION INFO. 
PRIORITY INFO. : 



PCTFULL COPYRIGHT 20 04 Univentio on STN 
1999014328 PCTFULL ED 20020515 

SECRETED AND TRANSMEMBRANE POLYPEPTIDES AND NUCLEIC 
ACIDS ENCODING THE SAME 

POLYPEPTIDES SECRETES ET TRANSMEMBRANAI RES ET ACIDES 

NUCLEIQUES LES CODANT 

WOOD, William, I.; 

GURNEY, Austin, L. ; 

GODDARD, Audrey; 

PENNICA, Diane; 

CHEN, Jian; 

YUAN, Jean 

GENENTECH, INC.; 

WOOD, William, I . ; 

GURNEY, Austin, L. ; 

GODDARD, Audrey; 

PENNICA, Diane; 

CHEN, Jian; 

YUAN, Jean 

English 

Patent 



NUMBER 



KIND 



DATE 



WO 


9914328 


A2 


19990325 
















AL 


AM AT AU AZ BA BB 


BG 


BR BY CA 


CH 


CN 


CU 


CZ 


DE 


DK 


EE 


ES 


FI GB GE GH GM HR 


HU 


ID IL IS 


JP 


KE 


KG 


KP 


KR 


KZ 


LC 


LK 


LR LS LT LU LV MD 


MG 


MK MN MW 


MX 


NO 


NZ 


PL 


PT 


RO 


RU 


SD 


SE SG SI SK SL TJ 


TM 


TR TT UA 


UG 


US 


UZ 


VN 


YU 


ZW 


GH 


GM 


KE LS MW SD SZ UG 


ZW 


AM AZ BY 


KG 


KZ 


MD 


RU 


TJ 


TM 


AT 


BE 


CH CY DE DK ES FI 


FR 


GB GR IE 


IT 


LU 


MC 


NL 


PT 


SE 


BF 


BJ 


CF CG CI CM GA GN 


GW 


ML MR NE 


SN 


TD 


TG 










WO 


1998-US19330 


A 


19980916 
















US 


1997-60/059,115 




19970917 
















US 


1997-60/059, 184 




19970917 
















US 


1997-60/059, 122 




19970917 
















US 


1997-60/059, 117 




19970917 
















US 


1997-60/059, 113 




19970917 
















US 


1997-60/059, 121 




19970917 
















US 


1997-60/059, 119 




19970917 
















US 


1997-60/059,263 




19970918 
















US 


1997-60/059,266 




19970918 
















US 


1997-60/062, 125 




19971015 
















US 


1997-60/062,287 




19971017 

















Page 51 



10044048 14/04/2004 



US 1997-60/062,285 
US 1997-60/063,486 
US 1997-60/062,816 
US 1997-60/062,814 
US 1997-60/063,127 
US 1997-60/063,120 
US 1997-60/063,121 
US 1997-60/063,045 
US 1997-60/063,128 
US 1997-60/063,329 
US 1997-60/063,327 
US 1997-60/063,549. 
US 1997-60/063,541 
US 1997-60/063,550 
US 1997-60/063,542 
US 1997-60/063,544 
US 1997-60/063,564 
US 1997-60/063,734 
US 1997-60/063,738 
US 1997-60/063,704 
US 1997-60/063,435 
US 1997-60/064,215 
US 1997-60/063,735 
US 1997-60/063,732 
US 1997-60/064,103 
US 1997-60/063,870 
US 1997-60/064,248 
US 1997-60/064,809 
US 1997-60/065,186 
US 1997-60/065,846 
US 1997-60/065,693 
US 1997-60/066,120 
US 1997-60/066,364 
US 1997-60/066,772 
US 1997-60/066,466 
US 1997-60/066,770 
US 1997-60/066,511 
US 1997-60/066,453 
US 1997-60/066,840 
directed to 



19971017 
19971021 
19971024 
19971024 
19971024 
19971024 
19971024 
19971024 
19971024 
19971027 
19971027 
19971028 
19971028 
19971028 
19971028 
19971028 
19971028 
19971029 
19971029 
19971029 
19971029 
19971029 
19971029 
19971029 
19971031 
19971031 
19971103 
19971107 
19971112 
19971117 
19971118 
19971121 
19971121 
19971124 
19971124 
19971124 
19971124 
19971124 
19971125 
novel polypeptides 



and to nucleic 



The present invention is 
acid molecules encoding 

those polypeptides. Also provided herein are vectors and host cells 
comprising those nucleic acid 

sequences, chimeric polypeptides molecules comprising the polypeptides 
of the present invention 

fused to heterologous polypeptide sequences, antibodies which bind to 
the polypeptides of the 

present invention and to methods for producing the polypeptides of the 
present invention. 

La presente invention concerne des polypeptides et des molecules 
d'acides nucleiques codant ces 

polypeptides. L' invention concerne egalement des vecteurs et des 
cellules hotes comprenant ces 

sequences d'acides nucleiques. L' invention concerne ensuite des 
molecules de polypeptides 

chimeriques ou les polypeptides de 1' invention sont fusionnes a des 
sequences de polypeptides 

heterologues . L' invention concerne aussi des anticorps qui se lient aux 
polypeptides de 1' invention. 

L' invention concerne enfin des procedes de production des polypeptides 
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de 1 ' invention . 



LI 5 ANSWER 25 OF 27 
ACCESSION NUMBER: 
TITLE (ENGLISH) : 
TITLE (FRENCH) : 
INVENTOR (S) : 



PATENT ASSIGNEE (S) 



DOCUMENT TYPE: 
PATENT INFORMATION: 



DESIGNATED STATES 
W: 



PCTFULL COPYRIGHT 2 0 04 Univentio on STN 
1996023813 PCTFULL ED 20020514 

PEPTIDES AND COMPOUNDS THAT BIND TO SH2 DOMAINS 

PEPTIDES ET COMPOSES SE FIXANT AUX DOMAINES SH2 

PATEL, Dinesh, V. ; 

GORDEEV, Mikhail, F . ; 

GORDON , Eric; 

GROVE, J. , Russell; 

HART, Charles, P.; 

KIM, Moon, H. ; 

SZARDENINGS , Anna, Katrin 

AFFYMAX TECHNOLOGIES N.V.; 

PATEL, Dinesh, V. ; 

GORDEEV, Mikhail, F. ; 

GORDON, Eric; 

GROVE, J . , Russell; 

HART, Charles, P.; 

KIM, Moon, H. ; 
SZARDENINGS, Anna, Katrin 
Patent 



NUMBER 



KIND 



DATE 



WO 9623813 



Al 19960808 



APPLICATION INFO. : 
PRIORITY INFO. : 



ABEN 



AL AM AT AU AZ BB BG BR BY CA CH CN CZ DE DK EE ES FI 
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MK MN MW MX NO NZ PL PT RO RU SD SE SG SI SK TJ TM TR 
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WO 1996-US1544 A 19960131 

US 1995-8/382,100 19950201 
US 1995-8/382,100 19951220 
The present invention generally relates to. peptides and compounds which 
bind to the SH2 domain 

or domains of various proteins, as well as methods for identifying such 
peptides and compounds. 

These peptides and compounds have application as agonists and 
antagonists of SH2 domain containing 

proteins, and as diagnostic or therapeutic agents for the diagnosis or 
treatment of disease 
conditions . 

Cette invention traite, d'une maniere generale, de peptides et de 
composes se fixant au domaine 

SH2 ou a des domaines de diverses proteines, ainsi que de procedes 
permettant d' identifier ces 

peptides et composes. Ceux-ci sont utilises comme agonistes et 
antagonistes du domaine SH2 contenant 

des proteines et comme agents diagnostiques et therapeutiques pour le 
diagnostic ou le traitement 
d'etats pathologiques . 
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ABFR 
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FILE SEGMENT: LIFE 
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* ABSTRACT IS AVAILABLE IN THE ALL AND I ALL FORMATS* 
AB Clearance of human epidermal growth factor (hEGFl-53) has been proposed 

to be mediated by a receptor pathway involving a typical cascade of 
ligand-receptor endocytosis and lysosomal degradation. Deletion 
of the C-terminal pentapeptide from hEGFl-53, which 

yields hEGFl-48, is known to be associated with a marked reduction in 
receptor binding, We defined the intravenous (iv) -bolus (acute exposure) 
and the iv- infusion (prolonged exposure) pharmacokinetics of hEGFl-53 and 
hEGFl-48 in rats to investigate the impact of the deletion of 
C-terminal pentapeptide on the EGF clearance 

using a validated, sensitive ELISA method for quantitation of the peptides 
in plasma, Both peptides at the low iv bolus dose of 10 mu g/kg were 
cleared from plasma with unusually high clearances (CL(tot) : 128 +/- 31 
ml/min/kg for hEGFl-53 and 168 +/- 47 ml/min/kg for hEGFl-48) , which are 
virtually complete within 4-min postdose, and the difference in the 
overall pharmacokinetics is of minor significance. A 10-fold increase in 
bolus dose to 100 mu g/kg decreased clearances 3- to 6-fold, indicating a 
nonlinear kinetics for both peptides; however, hEGFl-48 was cleared (52 
+ /- 11 ml/min/kg) 2.5-fold faster than hEGFl-53, A similar nonlinear 
kinetics was also noticed for both peptides when they were 
administered by a 2-hr iv infusion at 30 and 300 mu g/kg doses, 
hEGFl-48 at the low and high infusion doses was cleared at 126 +/ - 16 and 
33.7 + /- 14.5 ml/min/kg, respectively, which are 4-fold greater than the 
corresponding clearance rates of hEGFl-53. These observations suggest that 
a) deletion of C-terminal pentapeptide is 

associated with a faster clearance of the growth factor and b) the 
receptor clearance pathway may be more sensitive to saturation with 
hEGFl-53 than with hEGFl-48 at low microgram dose levels, hEGFl-53 at the 
low infusion dose of 30 mu g/kg was cleared (32.1 +/- 6.2 ml/min/kg) 
4 -fold slower in comparison with the low bolus dose of 10 mu g/kg, 
indicating a remarkable injection mode -dependent disposition kinetics for 
hEGFl-53, which does not exist for hEGFl-48. The overall results suggest 
that deletion of C-terminal pentapeptide 

leads to faster clearance of the growth factor, and the degree of the 
impact of deletion of C-terminal 

pentapeptide on the global pharmacokinetics is also dependent on the 
length of exposure of the receptor to the ligand. The negative 
relationship between receptor binding and plasma clearance for the two 
peptides remains to be elucidated at the molecular and receptor levels. 
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FILE SEGMENT: LIFE 

LANGUAGE : ENGL I SH 

REFERENCE COUNT: 4 0 

* ABSTRACT IS AVAILABLE IN THE ALL AND I ALL FORMATS* 

AB Mutant epidermal growth factor (EGF) receptors (obtained by 

substitution of one, two or three C- terminal autophosphorylable tyrosine 
residues with phenylalanine residues or by deletion of the 
C- terminal 19 amino acids, including the distal 

tyrosine) were expressed in mouse NIH-3T3 fibroblast clones at densities 
comparable (< 25 % difference) with those in control clones expressing the 
wild-type receptor. Total EGF-induced phosphorylation of the 
mutated receptors was not appreciably changed with respect to controls, 
whereas autophosphorylation at tyrosine residues was decreased, especially 
in the double and the triple mutants. In the latter mutant, expression of 
the EGF-receptor-activated lipolytic enzyme phospholipase 

C-gamma was unchanged, whereas its tyrosine phosphorylation induced by the 
growth factor was lowered to approx. 25 % of that in the controls. In all 
of the cell clones employed, the accumulation of inositol phosphates 
induced by treatment with fetal calf serum varied only slightly, 
whereas the same effect induced by EGF was consistently lowered 
in those lines expressing mutated receptors. This decrease was moderate 
for those receptors missing only the distal tyrosine (point and deletion 
mutants), intermediate in the dual .mutants and almost complete in the. 
triple mutants. Likewise, increases in intracellular Ca2 + concentrations 
([Ca2 + ]i) induced by fibroblast growth factor were approximately the same 
in all of the clones, whereas those induced by EGF were 
decreased in the mutants, again in proportion to the loss of the 
phosphorylable C-terminal tyrosine residues. The same trend occurred with 
membrane hyperpolarization, an effect secondary to the increase in [Ca2+] i 
via the activation of Ca2+ -dependent K+ channels. We conclude that 
C-terminal autophosphorylable tyrosine residues play a positive role in 
• the regulation of transmembrane signalling at the EGF receptor. 
The stepwise decrease in signal generation observed in single, double and 
triple point mutants suggest that the role of phosphotyrosine residues is 
not in the participation in specific amino acid sequences, but rather in 
the introduction of strong negative charges at strategic sites of the 
receptor tail. As a consequence of autophosphorylation, the receptor 
could become competent for specific association with phospholipase 
C-gamma, with ensuing activation by tyrosine phosphorylation followed by 
the chains of intracellular responses ultimately leading to DNA synthesis 
and cell duplication. 



=> d his 

(FILE 'HOME' ENTERED AT 16:20:37 ON 14 APR 2004) 

FILE 1 MEDLINE , CAPLUS , SCISEARCH, BIOSIS, US PAT FULL, PCTFULL ' ENTERED AT 

16:21:21 ON 14 APR 2004 
LI 3 64 S GASTRIN (S) DIABETES 

L2 584 S EGF (S) DIABETES 

L3 268 S (ADMINISTER? OR TREAT OR TREATMENT) (S) (LI OR L2) 
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L4 

L5 

L6 

L7 

L8 

L9 

L10 

Lll 

L12 

L13 

L14 

L15 

L16 



32 S L1(S)L2 
257 DUP REM L3 (11 DUPLICATES REMOVED) 
22 DUP REM L4 (10 DUPLICATES REMOVED) 

13 S GASTRIN (S) (LEU OR LEUCINE) (S) ( (POSITION? OR RESIDUE OR ACID) ( 
12 DUP REM L7 (1 DUPLICATE REMOVED) 

67 S EGF(S) ( (DELET? (3W) (C(W) (TERMINUS OR TERMINAL))) OR (NEUTRAL (S 
53 DUP REM L9 (14 DUPLICATES REMOVED) 

2 S L10 AND L2 

6 S LI AND L7 

27 S (ADMINISTER? OR TREAT OR TREATMENT) (S) (L8 OR L10) 
27 S (ADMINISTER? OR TREAT OR TREATMENT) (S) (L7 OR L9) 
27 DUP REM LI 4 (0 DUPLICATES REMOVED) 
16 S L5 AND L6 



=> s egf (s) (delete or deletion) (s) (two or 2) (s) (c(w) (terminus or terminal)) 
5 FILES SEARCHED. . . 

L17 83 EGF (S) (DELETE OR DELETION) (S) (TWO OR 2) (S) (C(W) (TERMINUS OR 

TERMINAL) ) 

=> s egf (s) (delete or deletion) (3w) (two or 2) (s) (c(w) (terminus or terminal)) 

. 5 FILES SEARCHED. . . 
L18 33 EGF (S) (DELETE OR DELETION) (3W) (TWO OR 2) (S)-(C(W) (TERMINUS OR 

TERMINAL) ) 

=> dup rem 118 

PROCESSING COMPLETED FOR L18 

LI 9 33 DUP REM LI 8 (0 DUPLICATES REMOVED) 

=> s (administer? or treat or treatment) (s) 119 

PROXIMITY OPERATOR LEVEL NOT CONSISTENT WITH 

FIELD CODE - 'AND' OPERATOR ASSUMED 1 TREATMENT) (S) L12 8 ' 

PROXIMITY OPERATOR LEVEL NOT CONSISTENT WITH 

FIELD CODE - 'AND' OPERATOR ASSUMED 'TREATMENT) (S)L130' 

PROXIMITY OPERATOR LEVEL NOT CONSISTENT WITH 

FIELD CODE - 'AND' OPERATOR ASSUMED « TREATMENT) (S)L134 ' 

L2 0 19 (ADMINISTER? OR TREAT OR TREATMENT) (S) LI 9 

=> d ibib abs 1-19 
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NUMBER KIND DATE 
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DOCUMENT TYPE: 

FILE SEGMENT: 

LEGAL REPRESENTATIVE: 
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EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
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US 2001-318765P • 
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US 2001-318130P 
US 2002-381672P 
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APPLICATION 
MINTZ, LEVIN, COHN 
One Financial Cent 
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3 Drawing Page(s) 
36918 
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er, Boston, MA, 02111 



Page 57 



10044048 14/04/2004 



CAS INDEXING IS AVAILABLE FOR THIS PATENT . 

AB Disclosed herein are nucleic acid sequences that encode novel 

polypeptides. Also disclosed are polypeptides encoded by these nucleic 
acid sequences, and antibodies that immunospecif ically bind to the 
polypeptide, as well as derivatives, variants, mutants, or fragments of 
the novel polypeptide, polynucleotide, or antibody specific to the 
polypeptide. Vectors, host cells, antibodies and recombinant methods for 
producing the polypeptides and polynucleotides, as well as methods for 
using same are also included. The invention further discloses 
therapeutic, diagnostic and research methods for diagnosis, treatment, 
and prevention of disorders involving any one of these novel human 
nucleic acids and proteins. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

US PATFULL on STN 

2004 : 44501 US PATFULL 
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ABEN Described herein are genes whose expression are up-regulated or 

down -regulated in specific cancers or other diseases, or are otherwise 
regulated in disease. Related methods and compositions that can be used 
for diagnosis, prognosis, and treatment of those medical conditions are 
disclosed. Also described herein are methods that can be used to 
identify modulators of these selected conditions. 
ABFR Cette invention concerne des genes dont 1' expression est regulee 
posit ivement ou negativement dans certains cancers ou pathologies 
specifiques, ou bien dont 1 'expression est regulee dans les etats 
pathologiques . Sont egalement decrites des methodes et des compositions 
connexes convenant pour le diagnostic, le pronostic et le traitement de 
ces pathologie ainsi que ces methodes permettant d' identifier les 
modulateurs de ces dernieres. 
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MG MK MN MW MX MZ NO NZ PL PT RO RU SD SE SG SI SK SL 
TJ TM TR TT TZ UA UG US UZ VN YU ZA ZW 
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Compositions and methods for the therapy and diagnosis of acne vulgaris 
and other related conditions are disclosed. Compositions may comprise 
one or more <i>Propionibacterium acnes</i> proteins, immunogenic 
portions thereof, or polynucleotides that encode such portions. 
Alternatively, a therapeutic composition may comprise an antibody that 
binds a <i>Propionibacterium acnes</i> protein, antigen presenting cell 
that expresses a <i>Propionibacterium acnes</i> protein, or a T cell 
that is specific for cells expressing such a protein. Such compositions 
may be used, for example, for the prevention and/or treatment of acne. 
L 1 invention concerne des compositions et des methodes destinees au 
traitement et au diagnostic de l'acne vulgaire et d'autres affections 
associees. Ces compositions peuvent comprendre une ou plusieurs 
proteines de <i>Propionibacterium acnes</i>, des parties immunogenes 
correspondantes, ou des polynucleotides codant pour ces parties. Dans un 
autre mode de realisation, une composition therapeutique peut comprendre 
un anticorps se liant a une proteine de <i>Propionibacterium acnes</i>, 
une cellule presentatrice d'antigene exprimant une proteine de 
<i>Propionibacterium acnes</i>, ou un lymphocyte T specif ique pour les 
cellules exprimant cette proteine. Lesdites compositions , peuvent etre 
utilisees, par exemple, dans la prevention et/ou le traitement de 
1 ' acne . 
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ABEN . Described herein are genes whose expression are up-regulated or 

down -regulated in specific cancers. Related methods and compositions 
that can be used for diagnosis and treatment of those cancers are 
disclosed. Also described herein are methods that can be used to 
identify modulators of selected cancers. 

ABFR L' invention concerne des genes dont 1 ' expression est regulee 

positivement ou negativement dans des cancers specif iques ; des procedes 
et des compositions associees pouvant servir a diagnost iquer et a 
traiter ces cancers ; et des procedes pouvant servir a identifier des 
modulateurs de cancers selectionnes . 
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ABEN The present invention provides purified secretory polynucleotides 

(sptm) . Also encompassed are the polypeptides (SPTM) encoded by sptm. 
The invention also provides for the use of sptm, or complements, 
oligonucleotides, or fragments thereof in diagnostic assays. The 
invention further provides for vectors and host cells containing sptm 
for the expression of SPTM. The invention additionally provides for the 
use of isolated and purified SPTM to induce antibodies and to screen 
libraries of compounds and the use of anti-SPTM antibodies in diagnostic 
assays. Also provided are microarrays containing sptm and methods of 
use . 

ABFR L' invention concerne des polynucleotides secretrices purifiees (sptm). 
L 1 invention concerne egalement des polypeptides (SPTM) codes par les 
sptm. L'invention regarde 1 ' ut il isation des sptm ou de complements, 
d* oligonucleotides ou de fragments de ceux-ci dans des dosages 
biologiques de diagnostic. L'invention concerne egalement des vecteurs 
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et des cellules hotes contenant des sptm pour 1' expression des SPTM. 
L ' invention decrit aussi 1 utilisation de SPTM purifies et isoles afin 
de produire des anticorps et de depister des bibliotheques de composants 
et 1 'utilisation d'anticorps anti-SPTM dans des dosages biologiques de 
diagnostic. L' invention concerne enfin des jeux ordonnes d ' echant illons 
contenant des sptm et des procedes d ' utilisation . 
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Compositions and methods are provided for achieving in vivo islet cell 
regeneration in subjects with preexisting diabetes. The methods comprise 
short term treatment with a composition having a gastrin/cholecyokinin 
receptor ligand and an EGF receptor ligand. Treatment with such a 
composition for a short term resulted in a prolonged period of increased 
insulin release, decreased fasting blood glucose, and improved glucose 
tolerance, the prolonged efficacy, the period being considered from the 
time of cessation of treatment. 

L' invention concerne des compositions et des methodes permettant de 
realiser une regeneration cellulaire d'ilot <i>in vivo</i> chez des 
sujets a diabetes preexistants . Les methodes consistent en un traitement 
court terme avec une composition contenant un ligand de recepteur de 
gastrine/CCK (cholecystokinine) et un ligand de recepteur d 1 EGF (facteur 
de croissance epidermique) . Un traitement court terme avec une telle 
composition resulte en une periode prolongee de liberation amelioree 
d'insuline, de diminution de la glycemie a jeun, et de tolerance au 
glucose amelioree, la duree de 1'efficacite prolongee etant comptee a 
partir de la cessation du traitement. 
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ABEN Compositions 


and methods 


for 


the therapy 


and d: 


Lagnos: 


Is of acne vulgaris 



and other related conditions are disclosed. Compositions may comprise 
one or more <i>Propionibacterium acnes</i> proteins, immunogenic 
portions thereof, or polynucleotides that encode such portions. 
Alternatively, a therapeutic composition may comprise an antibody that 
binds a <i>Propionibacterium acnes</i> protein, antigen presenting cell * 
that expresses a <i>Propionibacterium acnes</i> protein, or a T cell 
that is specific for cells expressing such a protein. Such compositions 
may be used, for example, for the prevention and/or treatment of acne. 
ABFR L' invention concerne les compositions et les procedes pour la therapie 
et le diagnostic de l'acne vulgaire et d'autres etats apparentes . Les 
compositions peuvent comprendre une ou plusieurs proteines de 
<i>Propionibacterium acnes</i>, des fractions immunogenes de celles-ci, 
ou des polynucleotides qui codent de telles fractions. Selon une 
variante, une composition therapeut ique peut comprendre un anticorps qui 
fixe une proteine de <i>Propionibacterium acnes</i>, une cellule 
presentant un antigene qui exprime une proteine de <i>Propionibacterium 
acnes</i>, ou une cellule T qui agit specif iquement sur les cellules 
exprimant une telle proteine. De telles compositions peuvent etre 
utilisees, par exemple, pour la prevention et/ou le traitement de 
l'acne. 
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A single exon nucleic acid microarray comprising a plurality of single 
exon nucleic acid probes for measuring gene expression in a sample 
derived from human Fetal liver is described. Also described are single 
exon nucleic acid probes expressed in the Fetal liver and their use in 
methods for detecting gene expression. 

Puce a acide nucleique (microarray) a un seul exon comportant une 
pluralite de sondes d' acide nucleique a un seul exon destinees a mesurer 
1 'expression genique dans un echantillon derive de foie foetal humain. 
La presente invention concerne egalement des. sondes d 1 acide nucleique a 
un seul exon exprimees dans le foie foetal humain et leur utilisation 
dans des methodes de detection de 1' expression genique. 
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ABEN A single exon nucleic acid microarray comprising "a plurality of single 
exon nucleic acid probes for measuring gene expression in a sample 
derived from human adult liver is described. Also described are single 
exon nucleic acid probes expressed in the adult liver and their use in 
methods for detecting gene expression. 
ABFR Puce a acide nucleique (microarray) a un seul exon comportant une 

pluralite de sondes d' acide nucleique a un seul exon destinees a mesurer 
1 'expression genique dans un echantillon derive de foie adulte humain. 
La presente invention concerne egalement des sondes d' acide nucleique a 
un seul exon exprimees dans le foie adulte et leur utilisation dans des 
methodes de detection de 1' expression genique. 
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ABEN A single exon nucleic acid microarray comprising a plurality of single 
exon nucleic acid probes for measuring gene expression in a sample 
derived from human placenta is described. Also described are single exon 
nucleic acid probes expressed in the placenta and their use in methods 
for detecting gene expression. 

ABFR Puce a acide nucleique (microarray) a un seul exon comportant une 

pluralite de sondes d'acide nucleique a un seul exon destinees a mesurer 
I'expression genique dans un echantillon derive de placenta huma in . La 
presente invention concerne egalement des sondes d'acide nucleique a un 
seul exon exprimees dans le placenta et leur utilisation dans des 
methodes de detection de 1' expression genique. 
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ABEN The present invention relates to novel immune/hematopoiet ic-related 

polynucleotides and the polypeptides encoded by these polynucleotides 
herein collectively known as " immune/hematopoiet ic antigens", and the 
use of such immune/hematopoiet ic antigens for detecting 

immune/hematopoietic-related diseases and/or disorders, particularly the 
presence of cancer and cancer metastases of cells of hematopoietic 
origin. More specifically, isolated immune/hematopoiet ic associated 
nucleic acid molecules are provided encoding novel immune/hematopoietic 
associated polypeptides. Novel immune/hematopoietic polypeptides and 
antibodies that bind to these polypeptides are provided. Also provided 
are vectors, host cells, and recombinant and synthetic methods for 
producing human immune/hematopoietic associated polynucleotides and/or 
polypeptides. The invention further relates to diagnostic and 
therapeutic methods useful for diagnosing, treating, preventing and/or 
prognosing disorders related to the immune system or cells and tissues 
associated with hematopoiesis , including cancers of cells of 
hematopoietic origin, and therapeutic methods for treating such 
disorders. The invention further relates to screening methods for 
identifying agonists and antagonists of polynucleotides and polypeptides 
of the invention. The present invention further relates to methods 
and/or compositions for inhibiting the production and function of the 
polypeptides of the present invention. 
ABFR La presente invention concerne de nouveaux polynucleotides a association 
immunitaire/hematopoietique et les polypeptides codes par ces 
polynucleotides, ici collect ivement designes comme kpound; antigenes 
immunitaires/hematopoietiques , ainsi que 1 ' utilisation de ces antigenes 
immunitaires/hematopoietiques dans la detection de maladies et/ou 
troubles a association immunitaire/hematopoietique, notamment la 
presence de cancer et de metastases cancereuses de cellules d'origine 
hematopoietique. Cette invention concerne plus specif iquement des 
molecules d'acide nucleique a association immunitaire/hematopoietique 
isolees, qui codent les nouveaux polypeptides a association 
immunitaire/hematopoietique. La presente invention concerne egalement.de 
nouveaux polypeptides et anticorps immunitaires/hematopoietiques qui se 
lient a ces polypeptides. La presente invention concerne egalement des 
vecteurs, des cellules hotes, ainsi que des procedes de recombinaison et 
de synthese permettant de produire des polynucleotides et/ou 
polypeptides a association immunitaire/hematopoietique humains. La 
presente invention concerne egalement des procedes diagnost iques et 
therapeutiques permettant de diagnost iquer , de traiter, de prevenir 
et/ou de pronostiquer des troubles associes au systeme ou aux cellules 
immunitaires et des tissus associes a 1 ' hematopoiese , comprenant des 
cancers de cellules d'origine hematopoietique, ainsi que des procedes 
therapeutiques permettant de traiter de tels troubles. La presente 
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invention concerne egalement des procedes de criblage permettant 
d' identifier des agonistes et des antagonistes des polynucleotides et 
polypeptides selon cette invention. En outre, cette invention concerne 
des procedes et/ou des compositions permettant d'inhiber la production 
et le f onctionnement des polypeptides selon cette invention. 
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